See "Predictive Factors for Inaccurate Diagnosis of Swollen Lymph Nodes in Endoscopic Ultrasound-Guided Fine Needle Aspiration" by Yuki Fujii, Yoshihide Kanno, Shinsuke Koshita, et al., on page 152-158.

In this issue of *Clinical Endoscopy*, the article by Fujii et al. describes the potential usefulness of endoscopic ultrasound-fine needle aspiration (EUS-FNA) for the evaluation of abdominal and mediastinal lymph nodes (LNs), although just six patients with mediastinal LNs were enrolled \[[@b1-ce-2019-048]\]. To achieve a high diagnostic yield from EUS-FNA in these LNs, we should consider many issues such as needle size, the use of stylet and suction, the number of passes, the presence of an on-site cytopathologist, the location and size of LNs, and so on. Some of these issues are still being debated although many articles have been published on them. Although these were not significant predictive factors for inaccurate diagnosis using EUSFNA without rapid on-site cytopathological evaluation in this article, only the LN size \<16 mm was significant. Primary discrimination of LNs might be helpful to increase the diagnostic value of the FNA cytology.

Intra-abdominal and mediastinal lymphadenopathies may be associated with numerous benign or malignant lesions. Benign lymphadenopathy may occur in response to tuberculosis, fungus, virus, bacteria, connective tissue disease, Castleman's disease, and Wegener's granulomatosis \[[@b2-ce-2019-048]\]. Malignant lymphadenopathy may be developed in lymphoproliferative diseases such as Hodgkin's and non-Hodgkin's lymphomas as well as in variable malignant tumors that have spread to regional LNs, including thyroid, esophageal, lung, biliary, and pancreatic carcinomas \[[@b3-ce-2019-048]\]. Diagnosing unclear LN enlargements in the abdomen and mediastinum is important for the accurate diagnosis, staging, and treatment of intra-abdominal and mediastinal diseases by EUS-FNA \[[@b4-ce-2019-048]\]. Metastasis of para-aortic LNs in patients with pancreatobiliary cancer has been known as a significant predictive factor of unfavorable prognosis. Preoperative pathologic diagnosis of para-aortic LNs may aid in the surgeon's decision for avoiding overtreatment.

Discrimination between malignant and benign LNs by computed tomography (CT) and magnetic resonance imaging depends mainly on size, shape, and topographic distribution. However, diagnostic accuracy of these cross-sectional imaging modalities is low in the differentiation of benign and malignant LNs \[[@b5-ce-2019-048]\]. The specificity of diagnostic EUS for metastatic LNs in pancreatic cancer is approximately 70%. The typical features of EUS in metastatic LNs include size \>1 cm, hypoechogenicity, round shape, and clear margins. However, the results of similar studies did not always support these criteria \[[@b6-ce-2019-048],[@b7-ce-2019-048]\]. The combination of EUS‑FNA and radiologic evaluation of LNs may increase the specificity. Some studies have demonstrated that EUS-FNA has a sensitivity of 79%--98%, a specificity of 98%--100%, and an accuracy of 84%--99% in diagnosing mediastinal and intra-abdominal lymphadenopathies \[[@b8-ce-2019-048],[@b9-ce-2019-048]\]. Ogita et al., in a meta-analysis, evaluated the sensitivity, specificity, positive, and negative predictive value of EUS with FNA in staging lung cancers \[[@b10-ce-2019-048]\]. This study demonstrated that the diagnostic accuracy of EUS-FNA was superior to mediastinoscopy, CT, and positron-emission tomography. Moreover, Fujii et al. reported that specificity was very high (94%) \[[@b1-ce-2019-048]\]. In addition, other studies have reported the usefulness of elastography and contrast-enhanced harmonic mode to distinguish between malignant and benign LNs \[[@b11-ce-2019-048],[@b12-ce-2019-048]\].

These studies reporting high diagnostic accuracy have some limitations. Most endosonographers have usually performed EUS-FNA on the LNs that have typical metastatic characteristics. As discussed by Fujii et al. in this article, LNs \>16 mm may have increased diagnostic yield \[[@b1-ce-2019-048]\]. This point may lead to biased evaluations of intra-abdominal and mediastinal LNs. Among many LNs in patients with malignant tumors, choosing which LNs to use for EUS-FNA may be challenging because small LNs \<5 mm may contain occult foci of carcinoma. Malignant cell infiltration occurs in up to 30% of LNs of \<5 mm, which has been shown for pulmonary and gastrointestinal carcinoma \[[@b13-ce-2019-048]\]. Another important limitation is that these studies were performed by expert endosonographers.

It seems particularly difficult for EUS-FNA to diagnose lymphoproliferative disorders that require adequate specimens for a histological examination and further subtyping. Fujii et al. showed that two false-negative cases were diagnosed in patients with malignant lymphoma \[[@b1-ce-2019-048]\]. The accuracy of EUS-FNA with flow cytometry in diagnosing lymphoma was 94.2% \[[@b5-ce-2019-048]\]. However, operative biopsy to obtain an adequate specimen may be required for the accurate diagnosis and subclassification of Hodgkin's lymphoma by the cytomorphologic and immunophenotypical approaches \[[@b14-ce-2019-048]\]. A total of ≥3 passes at various sites in the LNs may be necessary to take adequate samples without necrotic tissue and blood contamination during sampling. One study demonstrated that a larger needle size improved tissue acquisition in EUS-FNA of LNs \[[@b15-ce-2019-048]\].

In conclusion, the cytology and histology of EUS-FNA have been established for staging and diagnosing enlarged LNs as well as solid malignant masses in the intra-abdominal and mediastinal areas. The diagnostic accuracy of EUS-FNA is superior to the imaging criteria of EUS and cross-sectional imaging for malignant LNs. EUS-FNA has a low complication rate. Although selecting large LNs for EUS-FNA may increase diagnostic accuracy, it should be carefully evaluated because small LNs may have occult foci of carcinoma. Furthermore, we need to consider the type and size of FNA needles, the number of needle passes, the presence of on-site evaluation, the FNA techniques, and the location of LNs.
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